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Diabetes mellitus (DM) is a growing health problem 
that has reached epidemic proportions.1 Of patients 

with this disease, 90% to 95% have type 2 DM.2 Extrapo-
lated global data from the International Diabetes Federa-
tion have shown that the prevalence of type 2 DM is in 
excess of 285 million people worldwide and will exceed 
439 million people by the year 2030.1 Factors contribut-
ing to this increase include an aging population, improved 
survival rates, and the increasing prevalence of overweight/
obesity.3 A recent large observational cohort study showed 
that overweight/obesity increases the risk of coronary heart 
disease and cardiovascular disease in patients with type 2 
DM.3 In patients with DM, the prevalence of cardiovascular 
disease is 2- to 4-fold higher than in those without DM, and 
data from the recent Framingham Heart Study indicate that 
patients with type 2 DM have not experienced decreases 
in coronary heart disease or cardiovascular risk factors in 
contrast to patients without DM.4

 The latest data from the National Health and Nutrition 
Examination Survey indicate that only 57% of patients with 
type 2 DM achieve a target goal hemoglobin A

1c
 level less 

than 7.0%, and only 12% to 13% achieve recommended 
target goals for hemoglobin A

1c
, blood pressure, and serum 

lipid levels.5 Thus, despite increased understanding of the 
pathophysiology of DM, availability of newer agents, and 
new treatment algorithms, we still have a long way to go in 
achieving optimal care for our patients.
 The goal of this supplement is to provide primary care 
physicians (PCPs) and other health care professionals who 
treat patients with type 2 DM the latest information on the 
pathophysiology and current issues in the management of 
patients with type 2 DM. Topics reviewed in this supple-
ment include the role of defects in the incretin system that 
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contribute to the hyperglycemia of type 2 DM, the impor-
tance of cardiovascular risk factor management, and multi-
factorial treatment in an effort to reduce the morbidity and 
mortality from the disease. Finally, we evaluate the new 
incretin-based agents and discuss their role in the thera-
peutic armamentarium available to PCPs in their quest to 
improve the overall quality of life of patients with type 2 
DM.
 Dr Freeman6 reviews the physiologic and pharmacologi-
cal basis for the implementation of incretin hormones in the 
treatment of type 2 DM. Traditionally, peripheral insulin re-
sistance, increased hepatic gluconeogenesis, and pancreatic 
β-cell failure are considered core elements in the evolution 
of type 2 DM. However, the pathophysiology of type 2 DM 
is complex, and other factors, including decreased activity 
of glucagon-like peptide 1 (GLP-1), paradoxical glucagon 
secretion, and reduced amylin secretion during periods of 
hyperglycemia, contribute to the hyperglycemia of type 2 
DM. Freeman also discusses how manipulating the incretin 
system with therapeutic agents can provide glycemic and 
other benefits to patients with type 2 DM.
 Most patients with type 2 DM are overweight/obese. 
Although it is understood that the primary focus of treating 
these patients is to reduce blood glucose levels, it is im-
portant that the issue of overweight/obesity is addressed as 
well. To successfully manage type 2 DM in these patients, 
agents that promote weight loss while reducing the risk 
of hypoglycemia should be a priority. Drs Schwartz and 
Kohl7 review the data on overweight/obesity and its role 
as a cardiovascular risk factor, as well as the dangers of 
hypoglycemia and how the concern of hypoglycemia can 
interfere with a goal of intensive glycemic control. They 
also examine data on incretin-based agents and their effect 
on overweight/obesity, hypoglycemia, and other cardiovas-
cular risk factors.
 I review the physiology of the incretin system, how 
defects in the incretin system contribute to the hyper-
glycemia of type 2 DM, and why modulating the effects 
of GLP-1 receptor agonists became a target for research.8 
The review also compares the differences between GLP-1 
receptor agonists and dipeptidyl peptidase 4 inhibitors 
and their role in the management of patients with type 2 
DM.
 Primary care physicians treat at least 90% of the 24 
million patients in the United States with DM. Dr Unger9 
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discusses in detail the relevance, efficacy, and safety data 
of incretin-based agents and their ability to favorably af-
fect glucose control and cardiovascular risk factors present 
in patients with type 2 DM. He then describes the clinical 
perspectives for PCPs when they use these agents to treat 
their patients with type 2 DM and provides clinical recom-
mendations for including these agents in their therapeutic 
armamentarium.
 Finally, Dr Stolar10 provides a comprehensive defini-
tion of treatment success in patients with type 2 DM that 
includes optimization of reduction of cardiovascular risk 
factors associated with microvascular and macrovascular 
complications and slowing or stopping disease progres-
sion. He also discusses new paradigms for managing pa-
tients with type 2 DM that address concomitant risk factors 
and morbidities of obesity, hypertension, and dyslipidemia 
with equal or occasionally even greater aggressiveness than 
hyperglycemia.
 The authors’ goals in publishing this supplement are to 
develop a treatment strategy that can lower blood glucose 
levels as much as possible for as long as possible while re-
ducing the risk of hypoglycemia and to address the numer-
ous cardiovascular risk factors present in any given patient. 
In this way, we hope to reduce the morbidity and mortality 
of this increasingly common chronic disease.

The authors of this supplement thank Michael Kodack, PharmD, 
BlueSpark Healthcare Communications LLC, for editorial  
assistance.
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Conversion Chart for Lipid Values

    Convert mg/dL to mmol/L

Blood glucose Divide by 18 or multiply by 0.0555
TC, LDL-C, and HDL-C Divide by 38.67 or multiply by 0.0259
Triglycerides Divide by 88.57 or multiply by 0.0114

This conversion chart is provided for readers who want the SI unit equiva-
lent for lipid values reported in all articles in this supplement. HDL-C = 
high-density lipoprotein cholesterol; LDL-C = low-density lipoprotein 
cholesterol; TC = total cholesterol.


